Early-onset Fuchs' endothelial corneal dystrophy (FECD) is a rare, and almost always familial disease with autosomal dominant inheritance (1) . To date, mutations in only the COL8A2 (alpha 2 type VIII collagen) gene (MIM 120252; 1p34.2) have been reported to cause this disease (1, 2) . So far, only one Australian family has been reported to develop the disease due to the p.Q455K mutation in COL8A2 (1) . To determine whether mutations in this gene cause the disease in other similar cases in Australia, we screened the entire coding region of the COL8A2 gene for causative mutations in an affected Caucasian family. The study was conducted in accordance with the tenets of the Declaration of Helsinki and was approved by the Southern Adelaide Clinical Human Research Ethics Committee (Adelaide).
Multiple members of the three-generation family (Fig. 1) 3) is also reported to have endothelial corneal dystrophy but has not been examined. It was also reported that patient I.1 had bilateral corneal transplants at the age of 62; therefore, he was inferred to have FECD. Neither individual I.1 nor IV.3 was available for this study. Overall, the family displayed an autosomal dominant mode of inheritance of the disease (Fig. 1) .
Four affected family members were recruited (through the Eye Clinic, Flinders Medical Centre, Adelaide) to participate in this study following written informed consent. Blood samples were collected and genomic DNA was extracted as previously described (3).
The two coding exons and their flanking sequence incorporating the 5'UTR (untranslated region), splice sites and stop codon of the COL8A2 gene were amplified by polymerase chain reaction (PCR) using gene-specific primers (Supplementary Table1) in each DNA sample.
The PCR products were sequenced as previously described (3).
We identified only one intronic SNP (rs274754; G/A) in individuals II.2 and IV.2, as reported in the dbSNP 135 database (http://www.ncbi.nlm.nih.gov/sites/entrez?db=snp). The minor allele frequency of the G allele of this SNP in the 1000Genomes Project (www.1000genomes.org) is 0.491. This SNP is highly unlikely to be causative as it is a common polymorphism and is present in individuals without early-onset FECD.
Neither of the previously reported disease-causing mutations in COL8A2 (p.L450W and p.Q455K) (1, 2), were observed in this family and no novel mutations were identified. This is only the second study to investigate this gene in Australian cases with early-onset FECD. Our finding suggests that mutation in this gene does not contribute to the disease and as yet undetermined gene/s are likely to account for the disease in this Caucasian Australian family.
Our results are supported by other studies that also reported absence of mutation in the COL8A2 gene in familial or sporadic early-onset FECD in French and Indian cases (4, 5) .
Given the heterogeneity of FECD, it is likely that mutations in genes other than COL8A2 lead to the early-onset disease (2) . Two members (II.2 and III.4) of the studied family also have other corneal conditions ( Table 1 ), suggesting that there may be genetic overlap between FECD and other diseases including keratoconus. Keratoconus has never been reportedly associated with familial or sporadic early-onset FECD in patients with COL8A2 mutations, which indicates a further distinction between the present family and those reported in previous studies.
In summary, mutations in the COL8A2 gene do not contribute to all cases of early-onset FECD. We hypothesize that mutations in as yet undetermined gene/s are likely to account for the disease in some cases with early-onset disease. 
